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DETAILED ACTION 

Claims 1-16 are pending in application 

Information Disclosure Statement 

The information disclosure statement filed complies with the provisions of 37 CFR 1.97, 
1.98 and MPEP § 609. It has been placed in the application file and the information 
referred to therein has been considered as to the merits. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

Claims 1-5, 12-14, 16 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Xu et al. (Yao Xue Xue Bao = Acta Pharmaceuticals Sinica, (2001 May) vol. 36, 
No. 5, pages 329-333) in view of Habon et al. (Pharmazie (1984), 39 (12), pages 830-4). 

In claim 1, applicant claims an inclusion complex of butylphthalide with 
cyclodextrin or cyclodextrin derivatives, comprising butylphthalide and cyclodextrin or 
cyclodextrin derivative, wherein the molar ratio of butylphthalide to cyclodextrin or 
cyclodextrin derivatives is 1:1-10. Claims 2-5 are drawn to said inclusion complex 
involving the use of specific types of cyclodextrins. Claims 12-14 are drawn to a 
pharmaceutical composition comprising said complex and specific forms of said 
composition. 

Xu et al. disclose butylphthalide which has antithrombotic activity and antiplatelet 
activity when administered to rats (see abstract). 
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The difference between applicant's claimed compound or composition and the 
compound or composition of Xu et al. is that applicant's compound is complex ed with 
cyclodextrin. 

Habon et al. disclose that complexation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced the bioavailability of drugs upon complexation are due factors such as 
enhanced dissolution rates and higher solubility (see abstract). In addition, Habon et al. 
disclose that the enhanced bioavailabihty is controlled or depends on factors such as 
solubilities, stability constants and the molar ratio of drug to cyclodextrin. Habon et al. 
disclose that the compounds can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the 
claimed invention was made in view of Xu etal. and Habon et al. to have prepared a 
complex of butylphthalide with cyclodextrin or a derivative in order to the enhance the 
bioavailability of the drug due to complexation by administering said complex to a 
subject and consequently to improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu 
etal. and Habon et al. to have prepared a complex of butylphthalide with cyclodextrin or a 
derivative in order to enhance the bioavailabihty of the drug due to complexation by 
administering said complex to a subject and consequently to improve the treatment of 
thrombosis, based on factors such as the severity of the thrombosis and the type of 
subject treated. It should be noted that the use of specific ratios of drug to cyclodexlrins 
also depends on factors such as the severity of the thrombosis and the type of subject 
treated. It should be noted that the use of specific forms or formulations of said drugs 
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such as butylphthalide is well-known in the art and is well within the purview of a skilled 
artisan. 

In claim 16, applicant claims a method of treating thrombosis comprising 
administering a therapeutically effective amount of the inclusion complex according to 
claim 1 to a patient. 

Xu et al. disclose a method of treating thrombosis by administering butylphthalide 
having antithrombotic activity and antiplatelet activity to rats (see abstract). 

The difference between appUcant's claimed method and the method of Xu et al. is 
that applicant's compound is complexed with cyclodextrin. 

Habon et al. disclose that complexation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose 
that the enhanced bioavailabihty is controlled or depends on factors such as solubilities, 
stability constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that 
the compounds can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the 
claimed invention was made in view of Xu et al. and Habon et al. to use the method of 
Xu et al. to treat thrombosis in a subject by administering a complex of butylphthalide 
with cyclodextrin or a derivative to said subject in order to enhance the bioavailability of 
the drug due to complexation and consequently to improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu et 
al. and Habon et al. to use the method of Xu et al. to treat thrombosis in a subject by 



Application/Control Number: 1 0/524,653 Page 5 

Art Unit: 1623 

administering a complex of butylphthalide with cyclodextrin or a derivative to said 
subject in order to enhance the bioavailability of the drug due to complexation and 
consequently to improve the treatment of thrombosis, based on factors such as the 
severity of the thrombosis and the type of subject treated. It should be noted that the use 
of specific ratios of drug to cyclodextrins also depends on factors such as the severity of 
the thrombosis and the type of subject treated. 

Claims 6-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Habon et al. (Pharmazie (1984), 39 (12), pages 830-4) in view of Xu et al. (Yao Xue Xue 
Bao = Acta Pharmaceuticals Sinica, (2001 May) vol. 36, No. 5, pages 329-333). 

In claim 6, applicant claims a process for preparing the inclusion complex of 
butylphthahde with cyclodextrin or cyclodextrin derivatives, comprising the steps of 
adding cyclodextrin or cyclodextrin derivatives into a suitable solvent vehicle to obtain a 
solution with a concentration of 5-60%, adding butylphthalide into the solution, stirring 
to obtain a liquid inclusion complex of butylphthalide with cyclodextrin or cyclodextrin 
derivatives. Claims 7-8 are drawn to said process further involving steps of drying, 
precipitation and filtering to produce specific forms of said complex, and the use of 
specific solvents. Claims 9-10 are drawn to a process of preparing said inclusion 
complex with cyclodextrin or cyclodextrin derivatives comprising specific steps 
involving drying, precipitation and filtering to produce specific forms of said complex, 
and the use of specific solvents. 

Habon et al. disclose a method of complexation of drugs with cyclodextrin to 
enhances the bioavailability of said drugs in vivo (see abstract). Furthermore, Habon et 
al. disclose that the enhanced the bioavailabiUty of drugs upon complexation are due 
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factors such as enhanced dissolution rates and higher solubihty (see abstract). In 
addition, Habon et al. disclose that the enhanced bioavailability is controlled or depends 
on factors such as solubilities, stability constants and the molar ratio of drug to 
cyclodextrin. Habon et al. disclose that the compounds can be administered in oral 
dosage forms (see abstract). 

The difference between applicant's claimed method and the method of Habon et 
al. is the type of drug used. 

Xu et al. disclose that butylphthalide has antithrombotic activity and antiplatelet 
activity when administered to rats (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the 
claimed invention was made in view of Habon et al. and Xu etal, to use the method of 
Habon et al. to prepare a complex of butylphthalide with cyclodextrin or a derivative in 
order to ennhance the bioavailabihty of drug due to complexation by administering said 
complex to a subject and consequently to improve the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Habon 
et al. and Xu etal. to use the method of Habon et al. to prepare a complex of 
butylphthalide with cyclodextrin or a derivative in order enhance the bioavailability of 
drug due to complexation by administering said complex to a subject and consequently to 
improve the treatment of thrombosis, based on factors such as the severity of the 
thrombosis and the type of subject treated. It should be noted that the use of specific 
ratios of drug to cyclodextrins also depends on factors such as the severity of the 
thrombosis and the type of subject treated. It should be noted that the use of specific 
forms or formulations of said drugs such as butylphthalide is well-known in the art and is 



Application/Control Number: 10/524,653 Page 7 

Art Unit: 1623 

well within the purview of a skilled artisan. Also, the use of common solvents and 
conventional techniques such as drying, precipitation and filtration in order to purify or 
produce specific forms a compound such as butylphthalide is common in the well-known 
in the art and is well within the purview of a skilled artisan. 

Claim 15 is rejected under 35 U.S.C. 103(a) as being unpatentable over Xu et al. 
(Yaoxue Xuebao (1999), 34(3), 172-175) in view of Habon et al. (Pharmazie (1984), 39 
(12), pages 830-4). 

In claim 15, applicant claims a method of treating ischemia-induced disease 
comprising administering a therapeutically effective amount of the inclusion complex 
according to claim 1 to a patient. 

Xu et al. disclose a method of treating cerebral ischemia by administering 
butylphthalide to rats (see abstract). 

The difference between applicant's claimed method and the method of Xu et al. is 
that applicant's compound is complexed with cyclodextrin. 

Habon et al. disclose that complexation of drugs with cyclodextrin enhances the 
bioavailability of drugs in vivo (see abstract). Furthermore, Habon et al. disclose that the 
ennhanced bioavailability of drugs upon complexation are due factors such as enhanced 
dissolution rates and higher solubility (see abstract). In addition, Habon et al. disclose 
that the enhanced bioavailability is controlled or depends on factos such as solubilities, 
stability constants and the molar ratio of drug to cyclodextrin. Habon et al. disclose that 
the compounds can be administered in oral dosage forms (see abstract). 

It would have been obvious to one having ordinary skill in the art at the time the 
claimed invention was made in view of Xu et al. and Habon et al. to use the method of 



Application/Control Number: 1 0/524,653 Page 8 

Art Unit: 1623 

Xu et al. to treat ischemia such as ischemia-induced disease in a subject by administering 
a complex of butylphthalide with cyclodextrin or a derivative to said subject in order to 
enhance the bioavailabiUty of the drug due to complexation and consequently to improve 
the treatment of thrombosis. 

One having ordinary skill in the art would have been motivated in view of Xu et 
al. and Habon et al. to use the method of Xu et al. to treat ischemia such as ischemia- 
induced disease in a subject by administering a complex of butylphthalide with 
cyclodextrin or a derivative to said subject in order to ennhance the bioavailability of the 
drug due to complexation and consequently to improve the treatment of thrombosis, 
based on factors such as the severity of the thrombosis and the type of subject treated. It 
should be noted that the use of specific ratios of drug to cyclodextrins also depends on 
factors such as the severity of the thrombosis and the type of subject treated. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272- 
0652. The examiner can normally be reached on 8.30am-5pm; Mon-Fri. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia A. 
Jiang can be reached on 571-272-0627. The fax phone number for the organization 
where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpubhshed applications is available through Private PAIR only. For 
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more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 



Michael C. Henry 




Shaojia Anna Jiang, Ph.D. 
Supervisory Patent Examiner 
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September 22, 2007. 



